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1. (currently amended) A method for the treatment of a skin disease comprising 
topically administering a subject in need thereof a therapeutically effective amount of a 
compound of formula (I) or a pharmaceuticaUy acceptable salt thereof: 




1 



in which 
R 1 is 



(i) -O.n-aUcyl, straight-chain or branched-chain or -C 2 -Ci 2 alkenyl, mono- or 
polyunsaturated, 

optionally mono- or polysubstituted by -OH, -SH, -NH 2 , -NHCWalkyJ, -N(Ci-6-alkyl) 2 , - 
-NHCe-u aryl, -N^^aryl^, -N(C,. I4 aryl) 2 -N(C,^alkyl)(C (5 .,4aryl), -NHCOR\ -N0 2 , -CN, -F, - 
CI, -Br, -L -0-C M -alkyl, -0-C 6 .i 4 -aryl, -O(C0)R 6 , -S-C,. 0 -alkyl, -S-Q-naryl, -SOR 6 , -SOjH, - 
S0 2 R r \ -OS0 2 C^-alkyl 5 -OS0 2 C 6 . l4 aryt, -(CS)R 6 , -COOK -(CO)R 6 , mono-, bi or tricyclic 
saturated or mono- or polyunsaturated carbocycles having 3-14 ring members, mono-, bi- or 
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tricyclic saturated or mono-or polyunsaturated heterocycles having 5-15 ring members and 1-6 
heteroatoms, which are preferably N, 0 and S, wherein the C W4 aryl groups and the carbocyclic 
and heterocyclic substituents for their part can optionally be mono- or polysubstitutcd by R 4 ' 

(ii) a mono-, bi- or tricyclic saturated or mono- or polyunsaturated carbocycle having 3- 
14 ring members or a mono-, bi- or tricychc saturated or mono- or polyunsaturated heterocycle 
having 5-15 ring members and 1-6 heteroatoms, which are preferably N, O and S, or a catbo- or 
heterocyclic saturated or mono- or polyunsaturated spirocycle having 3-10 ring members, where 
heterocyclic systems contain 1-6 heteroatoms, which are preferably N, O and S, optionally 
mono- or polysubstituted by -OH, -SH, -NH* NHC,^ alkyl, -N (C,^alkyl) 2 , -NHC^aryl, - 
NCC^Haryl)^ -N(C^alkyl) (C^aryl), -NHCOR'-NOz, -CN, -F, -CI, -Br, -I, -0-C- M alkyl, -O- 
CWaryl, -0(CO)R 6 , -S-C^-alkyl, -S-C«. ]4 aryl, -SOR 6 , -SOjH, -SOjR 6 ,- OSOjC^alkyl, - 
OS0 2 C aryl, -(CS)R 6 , -COOH; -(CO)R 6 mono-, bi- or tricyclic saturated or mono- or 
polyunsaturated carbocycles having 3-14 ring members, mono-, bi- or tricyclic saturated or 
mono- or polyunsaturated heterocycles having 5-15 ring members and 1-6 heteroatoms, which 
are preferably N, O and S, wherein the C 6 . 14 aryl groups and the carbocyclic and heterocyclic 
substituents can optionally be mono- or polysubstituted by R 4 , 



R 5 is 



a mono-, bi- or tricyclic saturated or mono- or polyunsaturated carbocycle having 3-14 
ring members or a mono-, bi- or tricyclic saturated or mono- or polyunsaturated heterocycle 
having 5-15 ring members and 1-6 heteroatoms, which are preferably N, O and S, or a carbo-or 
heterocyclic saturated or mono-or polyunsaturated spirocycle having 3-10 ring members, where 
heterocyclic systems contain 1-6 heteroatoms, which preferably N, 0 and S, optionally mono- or 
polysubstituted by -OH, -SH, -NH 2 -NH Cl . 6 alkyl, -N(C^-alkyl) 2> -NHC 6 ., 4 aryl, -N(a 14 aryl) 2 , 
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-NCC.alkylXCHaryl), -NHCOR 6 , -N0 2 -CN, -F, -CI, -Br, -I, -O-C-^-aJkyl, - 
0<CO)R 6 , -S-C,. 6 -alkyl, S-^aryU -SOR 6 , -SO3H, -S0 2 R*, -OSOjC^alkyl, OSO^aryl, - 
(CS)R e , -COOH, -(CO)R 6 , mono-, U or tricyclic saturated or mono- or polyunsaturated 
carbocycles having 3-14 ring members, mono-, bi- or tricyclic saturated or mono- or 
polyunsaturated heterocycles having 5-15 ring members and 1-6 heteroatoms, which arc 
preferably N, 0 and S, wherein the C c . l4 aryJ groups and the carbocyclic and heterocyclic 
substitueuts can optionally be mono- or polysubstituted by R 4 with the proviso that R 5 contains at 
least one substituent selected from -F, -CI, -Br, -I; 



R , R are hydrogen or -OH, where at least one of the two substituents must be -OH; 
R 4 is 

-H, -OH, -SH, -NH.2 -NHC^-alkyl, -N(C^-alkyl) 2 , -NHC^aryl, -N(a, 4 aryl) 2 , -N(C t ^ 
alky]) (C W 4aryl), -NHCOR 6 , -N0 2 , -CN, -COOH, - (CO)R\ -(CS)R 6 , -F, -CI, -Br, -I, -0-C M - 
alkyl, -O-Cw-aryl, -0(CO)R 6 , -S-C^-alkyl, -S-Q^aryl, -SOR 6 , -S0 2 R 6 , -C,-C 6 -alkyl, wherein 
each aryl or alkyl may be mono- or polysubstituted by -OH, -F, -CI, -Br, -I; 

R 6 is 

-H, -NH 2 , -NHC-o-alkyl, -N(C,^-alkyl) 2 , -NHC fi . u aryl, -N(C 6 .i4aryl) 2 , - N(C^alkyl) (C 6 . 
uaiyl), -O-C^-alkyl, -0-C 6 .,4-aryl, -S-Ca-alkyl, -S -C 6 - I4 avvl, 
-Ct.i 2 -alkyl, straight-chain or branched-chain, 

-C 2 -i 2 -alkenyl, mono- or polyunsaturated, straight-chain or branched-chain, 
mono-, bi- or tricyclic saturated or mono- or polyunsaturated carbocycles having 3-14 
ring members, 

mono-, bi- or tricyclic saturated or mono- or polyunsaturated heterocycles having 5-15 
ring members and 1-6 hetcroatoms, which are preferably N, O and S; 
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A is either a bond, or 

-(CH2) m ., -(CH^ -(CH=CH)„-(CH 2 V, <CH0Z) art -(O O)-, -(C H3K <C=N-Z)-, ^O-, 
-S-, -NZ-, 

wherein m, p=0-3 and n=0-2 and 
Zis 

-H, or 

-Ci.i2-alkyl, straight-chain or branched-chain, 

-C2-i2-alkenyl, mono- or polyunsaturated, straight-chain or branched-chain, 

mono-, bi- or tricyclic saturated or mono- or polyunsaturated carbocycles having 3-14 
ring members, 

mono-, bi- or tricyclic saturated or mono- or polyunsaturated heterocycles having 5-15 
ring members and 1-6 heteroatoms, which are preferably N, 0 and S; 
B is either carbon or sulfur, or - (S=0)-; 
D is oxygon aulfc g Q,_S. CH 2 or N-Z, 
where, if B is carbon, D is 0> S or CH 2 ; 
E is a bond, or 

~(CH 2 ) m -> -0-, -S- ? -(N-Z)-, wherein m and Z have the meaning already described above. 



% (previously presented) The method of claim 1 wherein R 5 is selected from monocyclic 
saturated or mono- or polyunsaturated carbocycles and heterocycles having at least one halogen 



substituent. 
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3. (previously presented) The method of claim 2 wherein R 5 is selected from 
monocyclic aromatic carbocycles and heterocycles having at least one halogen substituent. 

4. (previously presented) The method of claim 3 wherein R 5 is a pyridine ring having at 
least one halogen substituent. 

5. (previously presented) The method of claim 3 wherein R J is a phenyl ring having at 
least one halogen substituent. 

6. (previously presented) The method of claim I wherein R 1 is selected from C,-C, 2 
alkyl, which is optionally substituted. 

7. (previously presented) The method of claim I wherein R J is selected from monocyclic 
saturated or mono- or polyunsaturated carbocycles or heterocycles, which are optionally 
substituted. 

8. (previously presented) The method of claim 1 wherein R 2 is OH and R 3 is H. 

9. (previously presented) The method of claim 1 wherein A is selected from -(C=0)- 
and -(CHOH)-. 

10. (previously presented) The method of claim 1 wherein B is C 

1 1. (previously presented) The method of claim 1 wherein D is O. 

12. (previously presented) The method of claim 1 wherein E is -(N-H)-. 

13. (previously presented) The method of claim 1 wherein compound (1) is (N-3,5- 
dichloro-4-pviidmyl^ 

14. (canceled) 

15. (previously presented) ThemetodofeUta 1 wherein fedb-. b an allergic. 

16. (canceled) 
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17. (previously presented) The method of claim 16 wherein the compound is 
administered to a skin area which is afflicted with the disease after an allergic challenge. 

18. (previously presented) The method of claim 17 wherein the compound is 
administered up to 48 h after the allergic challenge. 

19. (canceled) 

20. (previously presented) The method of claim 1 wherein a further pharmaceutical agent 
is administered and is a drug that stimulates cAMP production. 

21. (previously presented) The method of claim 20 wherein the further pharmaceutical 
agent is a corticosteroid. 

22. (previously presented) The method of claim 15, wherein the allergic disease is 
allergic dermatitis. 

23.. (previously presented) The method of claim I, further comprising administering a 
further pbannaceutical agent. 



25723670.1 m y_ 

PAGE 9/10 1 RCVD AT 12/5/2006 3:00:41 PM [Eastern Standard Time] * SVR:USPT0>EFXRF-1/1 1 ' DNIS:2738300 1 C8ID:212 318 3400 ' DURATION (mm-ss):02-36 



